JAPANESE PATENT OFFICE 



PATENT ABSTRACTS OF JAPAN 
62155285 

PHYSIOLOGICALLY ACTIVE SUBSTANCE K-252 DERIVATIVE 

Patent Number: JP62155285 

Publication date: 1987-07-10 

Inventor(s): HIRATA TADASHI; others: 05 

Applicant(s):: KYOWA HAKKO KOGYO CO LTD 

Application Number: JP19850295173 19851227 

Priority Number(s): 

IPC Classification: C07D498/22 ; A61K31/55 
EC Classification: 

Abstract 

NEW MATERIAL: A compound (salt) expressed by formula I [X is CH2Z (Z is H, alkyl, 
hydroxy, halogen, acyloxy, alkoxy, etc.) or the formula C(R<3>)20H (R<3> is alkyl); Y is 
hydroxy; X and Y together represent 0= OCH2, CO, etc.]. 

USE: A preventing and treating agent for diseases, inflammation, allergy, tumor, etc., of 
cardiovascular systems having C-kinase inhibitory action. 

PREPARATION: For example, a solution of K-252 expressed by formula II (RA is 
methyl, etc.; RB is H) in anhydrous tetrahydrofiiran is cooled with ice and lithium 
aluminum hydride is added to stir the reaction mixture at room temperature for 2hr. 
Methanol is then added to decompose the excess reducing agent and the reaction mixture 
is filtered through celite to give a filtrate, which is washed with IN hydrochloric acid and 
saturated aqueous saline solution and dried with anhydrous sodium sulfate. The solvent is 
removed under reduced pressure to give a residue, which is then purified by gel 
chromatography to afford the aimed compound expressed by formula I. 



®-b * a » * j? (j p) © to m as m a m 
© 'Jk m *► «F & * (A) 0H62- 155285 



©Int. CI. 4 

C 07 D 498/22 
A 61 K 31/55 

//(C 07 D 498/22 
209:00 
273:00 
307:00) 



nana? 



AED 
A EM 



6664- 4C 



@^ P8fD62%( 1987) 7^105 



®^59co^ £3ffit£feflK-252<oSfai# 



©1$ SI PS60- 295173 
©HI PS60( 1985) 12^270 





BJ 






s 


E 


««m«K«A«n566- 315 


©& 


aj 


m 


m 


til 




il|l^rtT#^EHffl 3-2-6-204 


©16 


BJJ 


% 








B5TfflfeteW3-6-65f» 


@n 


18 


% 


in 




m 


'J^#7ffWlP>r 3 -35- 18 


©£ 






m 


ffl 


® - 


BTBamiiaBri-12-2 


©56 


BJ 






m 




S3imm±E^ 3 - 17# 3 - 8 - 107 


©ffi 


m 


A 


IS? 






*MWBK±W1TB6*1^ 




IB 



LKHOSffc 

£S?i&l$3fcK- 2 5 2 

C I 3 



C I 3 



t Ko + o y y s T *s n, ± * , T'^^T 

S / ^ 7 K N p - KArX y X ;u* -/u* * •> . 

;^^7i-;k fS tft T * ^ ;* ^ * — N ^ T 
/ R 1 

- >* / , — N ( R\ R 1 iiP]-*> U < li 

\R" 

R' iR a £lifc£LT-CH,CH,OCH,CH,- 
LTU^. ) 3 x -C<R>>,0H (RMtfctt 

TKOS^It iO=,-0-CH,- t -CO- 



O-CHi - O-CS-O-CH, 
-O-CO-NH-CH, - if:tt-0-50- 
O-CH, - ) Tf*?n6K- 2 5 2 «i?i*i*«): 

a & <p ** ffi 

jfli 'h tR tc £ £ * ° ~ y ds % u y */ - ^ i* * 
jtt«E*J:tflia6J6* f. K 

£j£f> 'J y a»*cd^«. ©IWMK^^Ox 



— 1053 — 



t**3 -J y&m. itoS¥ftffi<Dqx©#;o<fa$<* 

: Y. Nishizuka, Science._225 , 1365 (1984) ; 
H.Rasaussen et a!., Advance in Cyclic 
Nucleotide and Protein Phosphorylation 
Research, Vol. 18. P 1 59. edited by P. Greengard 
and C. A. Robison, Raven Press. New York, 
1984 ) o COJ: 5 C*fft*i2£{*ft0$< <z> a g 

u £ a s e *» s m ® ss c {* *> * c t # bj $ * ^ tt 

— M7;^^7'/y, ? o o ? o t <J y 

^tJ MMV, * * lr> 12 * )V* *} A t) 

>®3*|W- 7 CH-(6-atpinohexyJ)-5-chloro-l- 
naphtha lenesu I fonaoide] Zf&MtftK C - * -t — 

nb*oc-*^-v«i$ii^ffli2^««coi^ffi 

Y. Nishizuka et al..j. 8iol. Cheo.. 255 . 8378 



ttB3na62-155285 (2) 

(1980) ; R. C. Schatzoan et a!.. Biochem. 

Biophys. Res. Commun. , 98 , 669(1981); B.C. 

Wise et al., J. Biol. CheauJ57 . 8489 (1982) ) 0 

tl6 K - 2 5 2 . KT- 
5 5 5 6 lw-o^rotB8|^i5 0. K- 2 5 2 ICO 

^T(Odswi2fecfij|*nr^« (ftsurae o 

- 4 1 4 8 9 . »MB6 0 - 1 7 5 3 1 ). 



H 




CQ,R, 



K-252 • R a =CH, . R a = H 
KT-5556 : R A - H. R t = H 
^MB8 6 0 - 4 1 4 8 9 CI2K- 2 5 2 #fcfc 

£#Ktt*nTP* 0 SiS, K- 2 5 2 , KT - 
5 5 5 6 iH-ft^tti||€dn*ft^»AettB 
• HHTMiftfc CM. Senzaki et a!.. J. 
Antibiotics._3IL (10). 1437 (1985) 3 0 
C<D*«KI2±5CT?R A »CH. . R b =A C (Oil 



£Staurosporine A<5D^nr^4 CS. Omun. 
et al., J. Antibiotics. 30 (4) . 275 (1977), 
A. Furusaki et al., J. Chem. Soc. Cheo. 
Commun. . 800 (1981) ] „ 




NHCH, 

%wwMfcL jl 3 tr sways 

K- 2 5 2 . KT- 5 5 5 6 t C - + t -^iU 
Stt^^tilUt35^i*t^< > K-252 




( I J 



fc K o * ♦> x /x o y > „ T *s»t** . T is j>T 
i J „ 7->' K s p - Y * x y x iv * /w * 4 > , 

' ~ N \R> (R,< R ' n ®-*> { -< « 

J*tt^T***fc<2{£&T^*^r*s 0 

R' £R> itttt^Lr-CH.,CH,0CH.CH,- 

) J-, *fcf2-CH(R 3 ),0H <R'l2te« 
T/u+^^S-f 0 ) -?<6 5 0 Y 12 t K n * 

xi Ytt-»4/i,r-x- y-u 
r »os^nr : o , -o-ch,-, -o- 

CO-O-CH, - O- CS-O-CH, 
-O-CO-NH-CH, - * 12 - O - S O - 
O-CH, - )-?*;* n*K-25 2 «ifi* (a 

I£«T^4;^;v7x-;k T ^ * ;w * /u * 



-1054- 



®b i < »*»*«©T^*^a*«!«r *o fci 

x*^ n -T'o tfyu. i -^D kT 

<D£ It / f^A<*tf6n4. ZOt*t, ' N ° 
Y;M*ttS r ft**fcl*a *fcT 
;u * * •> <fc c; 7 n> T 5 J K £ 5 7 V ^ <fc 

R 1 . R * *J:tfR» <D5£ft*. «»7*+* 
i-yotryu, n-:/*^. i-^**^* 

f^Tt 4 /, t**9y, t^^'j Vv, > ^ o 

«J * >«©£3tt7 ? / Sei:CD«#*tf 
^5, $ *ICfct»* <*CfS«8<!:<D«> 



1518108 62-155285 (3) 
rk* ="^aE, resftg, ^xyft^t, y A 

*o 

<b£#) CM C&b*T* CH, i^tfX^^^ 
EK* Mb 6 ft lis 5t*Sttt? * * K - 2 5 2 J: 
- 2 5 2 iH-©5ti*eH*wr*ft^«tt(»-C 

«H U **c;X#-C<R') ,0H (R 1 It ffoK <>: PI 

Tr**<k£& < n i*> e^oxetcj: 



LiAi H, 



C0,CH 3 
K-252 



cxe 1 3 



CH.OII 



CXH 2 ) 



,.c-W i 



C(R') a 0H 



tiai) 

K - 2 5 2 ©/f ;vx * -f *6B£*a?C*f S - 

2 5 2 C*t L l - 2 ^^T^T*S 0 x 

J&K? h ?t N7 9 > (JSlTTHFt*t) t 

-eattfrfctu a^ra^rtcHTr So 

S c t fc* DfM ci^tHo 
CXI12) 

K - 2 5 2 ICISJH ( 4 ^lJa±) 9 - 
^&2SR'HgBr*ftffl C tlUO, <b^t» 2 



- 2 5 2 C»ll 0-2 0 3Mi\ ««i IT 

7-rSo 

n*n3. 4. 5 \t. Roisiuo^UJni, 



TsC£, i^S 



J - CXS 3 



^ H>c -W 



CHaOTs 
3 



HaN, 

■ H,C 

CXH 4 ) HO 



4 



Li A £ H, 

• H,C 

CXII5) HO 



CU.NH, 
5 



CIB3) 

o <) 7*5JE*-tf-r. h > u - h ( 3.) *» 



— 1055- 



KM 8362-155285(4) 



CIS 4] 

<t£ «9 £ C T ft h u * a (1^291) £ 
ftffl* T>'K» (4) ^»5Ci^<ft5 0 

&&t± LT N , N - *J t * )V + ju A r $ K <£IT 
DMFilJt) > ->Vf + THF 

(IB 5.3 

2-6*^21) -CStc-T -5 c t CJ; tu 7*/ 

* cn ic*h>t\ z *<b£fc ( 6 ) , 

iiJ:c;xiYj!)<-*i/j:oT-Y-X-iu" 
- O - C H j --e£Stt£&(7)l*,fc(DIlI 



Li A ^ H< 



CHI 6 ] 
Nali 



CH 3 



(IS 7 ] 



CIS6 ] 
CIB 7 ] 

ft^t35£(C^c*ft^ MJ $ a (ja*K l-2£ 
i*f^iSt4Ci CJ: 0. x**> k ( 7 ) * 

*° 

£ C I 3 EJf^T. Z# — N 7 R < R"*> 



>H H<lt 
R" Jf/i^ 

7 • 

- CIS 3) 



H,C 
HQ 



HO 



NH 

CHiNHCNH i 
8-2 



CHaN 

8 - 1 



CIE83 

£S) ^ftEStfac^ic^rK Mrw* 
(8-1) L < l*^7- >*/ ft (8-2) 

1. 8 - *J 7 <T fcT 9 a (5. 4, 0 3 — 7 — *> 
(DBU) ©J: $ ti®&m*&toT6±. 

* v ( h 'J xf ;u7 y v D B U 3? ) 

?^*4o K£l*DMF*fcliTHF*, 23? 

-J&5£ (13 C*t>T. z #{£lftT n**;u x & 



(-tn^n. £. io. in ftoifiicj: o£ 



KI8 9 3 



RANa 



HO 



CHaR 



CXIII03 



HO 



CH,XR 

10 : A = O 

11 : A - S 

(IB 9 3 

ft^ffc^icr J-*-/HW (RMgBr) (a«. 
CIB 1 0 3 

it&m 1 IZ+ Y 'J -)A7/U3 5 - f^-St^lit 
MJ*A**?-h(RANa) ( ifiJfel> I. 5 - 

«DMF, THF$5(,>lif£tftT^*/-;M^ 



-1056- 



HIR 0362-155285 (5) 



SUA- 1 Bt'»7t4, 

5fc C I 3 CiH>T, Z^Aoyyt^j^l^ 

lis & © X 8 IC J: 0 £f£<* tt*„ 

L i H a I CI?I 1 1 3 

7 

- ffcttHHal/tfiJ^y CX?1 I 2 3 



HO 



il : I. Br, Clf) 



12 



CH,Ha t 



ixm i i ) 

tt£&7 IC> L i I % tcKL i B r * ( 1 - 
5^1) £ft/B**T> 5)515^7^ K (12) 

CX8 1 2) 

<fc^«!7C, H C f / fcM * * 
St- C 1.3 CiJ^r. Z#«fftT**JU**7 * 

n*ni3, H) fcoxsic j: o^EJn^o 



11 



N a ! 0, 



- (11113) 



HO - V " 
C0,S-R 



13 



CXII143 



HiC \ / 0 

C0,S-R 
ti 

14 0 



R : tft T ;u * /u 
CIS 1 3 3 

^b^^il^iaa^^a^b 'J 9 a ( I — 1.05 

r«4fc-r * c t k± k> > + •> k (i3) 

CXII 1 4 3 

ft£»13*r» - * o ^a«JH#« ( 1 -L 2 
1) S C t \Z X 0 . *;w*r/ (14) 

^n. »B*wt?t*7T*, 

— (ft A CI) (Cfcl^T* Z #T > * ->T?* 
(15) s HXt}X £Y ifi-fr£1l r>T* 



*vCfcSfl:£1Sl (16) tt. <*<DXEK *0£fi£ 



t — 



(Acy4 )»0 

• H,C 

CX615) HO 



is? 



CINQAcy* 
15 

Acy It : T 



HiIO. 



(XS16) 



16 



CXII 153 

t Ko + '/ft ( 1 ) ( Acy£),0 

(1.5-311) tT-^MktSCtlckOx t 
(15) BKi^TH. 

&7T *<, 

CIS 1 63 

il&to I *iS3 C 1 — 1. 0 5 2!) T» 

<tr * die J: D> t + vi* (Ij )*35cij&< 
■Clio S«tt"a«> ^/-^-THFS^jSW 

£ ( I 3 Cfci^T, XiY^-tti'^t 



- Y-X-<fc LT-O-CO-O-CH, - t tz 

ii-o-cs-o-CH, - v&zit&to ( *n 

*ni7. 18) li> ROiecJ:^liEJn4o 



1. 1 ' -to$z%94U1-% 

ittfc 

l. 1 ' -mft*-*JU*W-S 
1 ' H,C 



CXH173 



17 
18 



A*0 
A*S 



CIS 17 3 

ffc&feM C 1. 1 ' - to tvX^>\,*4 x / '/- 
ib & tM* 1. 1 ' to 4 5 / '/ - 

* 1. 5 — 3 £■) $#5cii:j; 

o> (17) . attf 

*-n*.(i8) ^^n^niict^t-iio 

A C I 3 CifV^T. Xi Y*«- Witter 

-y-x-iut-o-so-o-CH, 

-Sft^'ft (19) ^©X@C Jt O^fiJc? tl5. 



-1057- 



soc e , . tyh 

CIH18) 




19 



CHI 1 8) 

•c *- »• (19) *»4ci*f-e* s. s«i*a« 

-Y-X-UT-O-CO-NH-CH, - V 

z&it&m (2o> « x <fc^»j£j;i5 den) c 

* (I) EJSHT, Zi<T'//i.ri/T*4ft 
£fo (21) tt, <fc6«j£.*») [III 1 5) 



Kenan, 3?»ei**T 0 



?!SIBg62-155285(6) 



kKn + '/ft(l) 



C0,CII, 



H,C 
KO 



Cll.Olf 



K - 2 5 2 7. 0 I g ( 1 Stnmol) OMMT H F 

( I 0 0 o i ) &ft**fcL> :ni:**fl:Hd 

AT/w^-^Al. I4g<3 Offlrool) S 

fir 2 **Raa# Lfco > * / -^^tm^ra*icD 

Lteo F%L* 1 N««. te*J£Jfi*-C:fcfr u> ft 

- C»dJ*l (BTH«) % ^o B *jh-^; 

tMLt, l 5. 3 4 g 

( 8 1 96 ) 

ott& 2 6 6 - 2 7 5 t (CH,0H J:0?i») 
o 'H-NMR (DMSO-d, +CDC£, ) 
* 9. 24 ( d , i H , J = 8 H 2 ) , 
8. 2 - 7. 7 ( m ; 3 H ) . 7. 6 - 7. 0 ( m . 
4H).6. 74 (dd.lH.J - 5.7Hz. ) 
4. 9 0 ( 4 , 1 H , J a 1 8 H z ) , 4, g 9 
M. 1H, J-ISHi) , 4 13 (d. 



1H, J-11Hi),U1 (d. 1H. J 

= ilHz).3.29(dd,lH.J = 7. 

1 4 H z ) . 2. 3 8 ( d d . 1 H , J = 5 . 

1 4 H z ) . 2. I 9 ( s , 3 H ) 
oMS o/z 4 4 0 < M\ + i ) 
oiR(KBr) 3450.1660.1640. 

1 5 9 0. 1 4 6 0. 1 0 4 0. 7 5 Oca"' 
3?ttW2 

*s / * 1i * fcT / - iv% (2a) 



H 1o^ H 'So^ 

COaCH, C(CH,),0H 
K - 2 5 2 1 4 0 fig < 0. 3n»ol) <OMM T H F 

*Y • if;ux-f ;^«E2»I ( 6 mmot) 

ftlCT H F 3 0ffll*flD*fcfcft*, 5^xv» 

C<fc D»«tT, fcftfefcfcttcD 2 a 7 4 «g 
(53%) 



o MA 2 2 6 - 2 2 9 t (CH,0H-8t a 0) 

o 'H-NMR (DMSO-d. ) 6 
9. 1 9 ( d . 1H,'J-7.IHi) , 
8.1-7.8 5 (in, 3H) , 7.5 5-7.2 
( m . 4 H ) . 6. 93 (dd. 1 H. J» 
5. 4 . 7. 3 H z ) , 5. 0 3 ( d . I H. J = 
1 7. 5 H 2 ) , 4. 95 (d. 1H, J = 1 7. 5 
Hz). 3. 31 (dd. 1H. J - 7. 3. 
1 4. 5 H 2 ) , 2. 29 ( s , 3H) . 2. 14 
( d d . 1 H . J = 5. 4 . 1 4. 5 H z ) . 
I. 5 7 ( s , 3 H ) . l. 4 4 ( s , 3 H ) 

oMS a/2 4 6 7 ( M* ) 

H!SW3 

p-Uiy^t^-H* (3) 



CH,0H CH,0-Ts* 

<fc£& 1 2. 4 9 g ( 5. 7ffl»ol) Ol^TH F 
( 3 0 <n I ) £ ft IC % p - h ^ x y * ;p ? o 
9 K 2. 7 0 g (14. 2 amo l> . MJxf/^iv 
1. 9 7 ml (14. 2mool) H&U N . N - •>* > * 
T S / f 'J y 0. 6 9 g ( 5. 7omol) fcjto*, S 
&V-m8lftlfc 0 Sfc&^tfjKTHF l 0 Offll 



-1058- 



ir, <o£ 1. 1 i g ( 3 3 x> * 

o»£ 2 0 7 - 2 1 0 t 

o '-H-NMR (DMSO-d, + CDCi, ) 
<? 9. 24 (d, 1H, J = 8Hz) , 
8. 1 5 - 7. 8 ( m . 3 H ) . 7. 6 5 - 7. 2 
(m, 4H) , 6J2 (dd, 1H, J = 
5 . 7 H z ) . 4, 9 5 ( d . 1 H . J = 1 0 
H 2 ) , U 0 ( d , 1 H , J = 1 0 H z ) , 
4. 45<s.2H).3.05(dd.lH, 
J - 7 . 1 4 H s ) . 2. 55 (s. 3H) , 
2. 36 (dd, 1H, J = 5, 1 4H2) , 
2. 1 2 ( s . 3 H ) 

oMS D/H2 2 CM* -16? (OTs) ] 

OTC*^^ftt (CnHiiNjOiSi IT) 

C H N 

StHCtt(X) 6 6. 7 7 4. 5 9 7. 0 8 
Sffltt(X) 6 6. 7 4 4. 4 5 7. 2 6 

oIR(KBr) 3430. 1670. 1640. 
1595. 1460. 1175. 74 5 m-'., 



9HI3 62-155285 (7) 

£»W 4 

T * K <* ( 4^ ) 

*>c\j > H,c-V°y 

H0'V -y HO ^ — ' 

ClUO'Tsl CH,N, 

<fc£$! 3 5 9 4 og ( 1. Offlool) . r Wfc* h 
9 * * 1 3 0 «'( 2. Ofliool) OD M F ( 6 n! ) & 

5 0«l*J&O*.fcfcfc*» • T** 'JfcfrLfc. ® 
BE *«ETICI»£L MY^HM 

TrW»LT\ »*fet&;fc1*<£>£ 4 0 5 m K ( 8 7 
96 ) 

o fift^L 2 1 8 - 2 2 3 t (THF-CH»OH). 

o 'H-NMR (DMSO-d, +CDCi, ) 
9 9. 3 1 ( d , 1 H . J = 8 H z ) , 
8. 1 5 - 7. 2 ( m . 7 H ) . 6. 8 7 ( d d , 
1 H . J = 5 . 7 H z ) . 5. 0 0 ( s , 2 H ) 
3. 9 9 ( d . 1 H , J = 1 3 H 2 ) , 3. 56 
(d. I H, J - 1 3 H z ) . 3. 2 1 (dd. 
IH.J~7.14H2). 2. 37 (dd. 
lH.J-5.14Hs). 2. 19(s.3 
H ) 



o M S 0/2 4 6 5 CM* +13 
oIR(KBr) 3 4 3 0 . 2 1 0 0.1 6 7 0. 
1 6 4 0. 1 5 9 0 . 1 4 6 0. 7 4 5 or'. 

7 ? / t* ( 5 ) 



— 

<fc£*M 2 3 2 tg (0. 5«ool) <D*5*THF 

114 og o. oo«oi) %m*~. sat?2^wa^ 

Lfc, SISS^«JCTH F 3 0ml*fln*. * 7 4 

fcETC&iLfcBfc** MY^*5^D7 

»U, 6 8tg ( 3 1 96) * 

oj»A > 3 0 0 t (CH)OH) 

o * H-NMR (DM SO - di ) 9 9. 2 1 

( d . 1 H . J = 7. 9 H 2 > , 8. 1 ~ 7. 7 

( m . 3 H ) . 7. 5 5 ~ 7. 2 5 ( m . 4 H ) . 

7. 00 (dd. 1H. J = 5. 2 . 7. 4 H 2 ) . 

5. 04 (d,.lH, J « 1 7. 5 H 2 ) . 



4. ? 7 ( d . 1 H . J = 1.7. 5 H 2 ) . 

3. 2 5 ( d d . 1 H . J = 7. 4 . 1 3. 6 H 2 ) 

3. 1 3 ( d . 1 H . J = I 2. 9 H 2 ) . 

2. 8 8 ( d . 1 H . J - 1 2. 9 H 2 ) . 

2. 1 2 ( s . 3 H ) . 1. 9 I ( d d . 1 H . 

J « 5. 2 . 1 3. 6 H 2 ) o 

oMS ii/z 4 3 9 CM* + 1 ) 
oIR(KBr) 3440. 1665. 1640 

1 5 9 0. 7 4 5 ci- 1 , 
gffiffl 6 
/ ( 6 ) 



CII,0'Ts4 Cll, 

<fc£«8 3 1 4 8 ag ( 0. 2 Snool) (OfS^cT H F 
( 5 <nl > £«IC. *«ft9f Oat;uS-^4 7 
og ( I. 2 5mool) *JD;U Sfl-t? 3 B*Rfl«#L* 0 
SIS/B^^ICTH F30«l*flOJU**'fHf ii «L 

t3*tt<D 6 4 0 og < 3 8 96 > *$fco 
o fflljft ^ 2 2 5 - 2 3 0 t 



-1059- 



o 'H-NMR (DMSO-d, ) J 9. 20 
( d , I H . J « 7. 9 H z ) . 8. 1 - 7. 7 5 
( m , 3 H ) . 7. 5 5 - 7. 2 ( m , 4 H ) . 
7. 08 ( d d , 1H. J = 5. 7 . 7. 3Hz), 
5. 0 2 ( d . 1 H . J = 1 7. 7 H z ) . 
4. 9 6 ( d . 1 H . J = I 7. 7 H z ) . 
. 2. 8 0 (dd, I H, J = 7. 3 . 1 3. 3 H z ) 
2. 1 6 (dd, 1H, J — 5. 7 . 13.3Hz) 
2. 1 3 ( s . 3 H ) , L 6 2 ( s . 3 H ) 
o M S ffl/z 4 2 4 C M * + 1 ) 

x # + f K {* ( 7 ) 



H,C 
HO 



(UC 



CH»0 • Tsi 



<t£«9£ i 7 0 0 ( 2. 9mmol) <D&;kT H F 
( 5 0«l r****AU 6 0 Ktott***fc* h 
■M a n 8 ag ( 5. 8fl>ao!) *ft!;U Ifir2. 5 

■eWULT. 7 8 8 4 >g ( 7 3 

Si) 



tfBfl 0362-155285 (8) 

o tt,ft 2 9 2 - 2 9 6 t 
o ' H-NMR (DMSO-d, ) 8 9. 31 
( d , 1 H . J = 7. 5 H z ) , 8. 1 ~ 7. 7 5 
( "» . 3 H ) . 7. 5 5 - 7. 3 ( m . 4 H ) . 
7. 22 ( d d , 1 H, J = 1. 0 . 6. 0 H z ) , 
5. 0 0 ( s . 2 H ) , c a . 3. 3 5 ( d d . 
1 H ) , 3. 2 9 ( d . 1 H , J = 4. 4 H z ) . 
3. 0 3 ( d , I H , J = 4. 4 H z ) . 2. 4 6 
(s, 3 H ) . 2. 00 (dd, IH, J = 
i. 0 . 1 4. 7 H z ) 
o M S <n/z 4 2 1 CM* ] 

o I R (KB r ) 3 4 5 0.1 6 8 0,1 6 3 5 
15 9 0. 1460. 1355. 1315. 
1 2 2 5. 7 5 0 ca-'o 

3S»W8 

n-rotf/nu*(8a) 



HO-V^ 

CHiNHCHaCHaCH j 



it&tiil^ I 2 6 nK ( 0. 3 map I) © D M F jg/fc 
IC % n - ^o f ,ur ^0.24 7al ( 3. 0*«ol) 
* £ O i. 8 - *s 7f tr > 9 a C 5. 4. 0 3 - 7 - 0 
y (DBU) 0. 4 4 9ml (3. Ommol) *flo 



iat'-«feffl)$L/:o EJS/S£&k: T H F 

tfffilt, ^Hfett^ttOfia 8 3mg 

< 5 8 X) 

o 2 3 7 - 2 4 6 t (T* h y-Et,0) 

o 'H-NMR (DMSO-di KDC^, ) 
<J 9. 33(d.iH. J-8H.1). 
8. 1 5 - 7. 7 (. m . 2 H ) , 7. 7 - 7. 1 ( m . 
4H),6. 88(dd,lH.J = 5.7 
H z ) . 5. 0 1 ( s . 2 H ) . 3. 4 2 ( d d . 
lH.J«7.14Ha). 3. 18 (d, 
■1H. J-12H2) , 2. 98(d.lH. 
J - 1 2 H z ) . 2. 7 6 ( t , 2 H , J = 7 
H:), ca, 2.2 (dd, IH), 2.19 
( s . 3 H ) . 1. 6 5 ( m . 2 H ) . 1. 0 5 
<t, 3H, J = 7 H z ) 

o M S a/s 4 8 1 CM* + 1 ) 




CfUNifCII, 

nmms trntotoxm-e* <t&vn 1 1 / * jut 

tt<D 8 b 6 5 ng ( 4 8 % ) *$fc 0 
o » H-NMR (DMSO-d, ) 5 9. 21 
( d , 1 H . J - 7. 9 H z ) . 8. 1 - 7. 7 5 
(m, 3H) . 7. 5-7. 25 (m. 4H) . 

7. 02 (dd. IH. J - 5. 3 • 7. 4Hz). 

5. 03 (d. IH. J = I 7. 6 H z ) . 

4. 9 6 ( d . 1 H . J = 1 7. 6 H z ) . 

3. 3 4 ( d d . 1 H . J =* 7; 4 . 1 3. 4 H z ) 

3. 0 7 ( d , IH, J a ll. 7Hz), 

2. 86 (d. IH. J = 1 1, 7 H 2 ) . 

2. 5 3 ( s , 3 H ) . 2. 1 4 ( s . 3 H ) . 

I. 9 8 ( d d , 1 H , J = 5. 3 . 1 3. 4 H 2 ) 
o M S n/z 453 CM* +1] 
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?$BB 0362-155285(9) 



ntow 1 o 



CHiNHCH,CN(CII») , 



8 £®&<DJ5!kVs ft^ftU-iy/f 
^r*;no> ^ife^^ttoac i 3 2 a? 

(44%) *?9fco 

oflftA 2 1 7 - 2 2 0 t ( T* h y-Et,0) 
o • H - N M R (DMSO-d. + C D C £ * ) 
(J 9. 33 (d, IH, J = 8Hz) , 
8. 1 - 7. 2 ( m . 7 H ) . 6. 8 2 (dd, i 

H. J~5.7Hz>.5. 08(d.lH. 
J=l 8Hz) . 4. 89 ( d , IH. J = 
I8Hz), 3. 41(dd.lH.J = 7. 
1 4 H z ) , 3. 17 ( d , I H , J = 1 2 
Hz). 2. 95 (d, IH, J = l 2Hz) 
2. 6 3 ( d , 2 H . J = 7 H z ) . c a . 

2. 2 ( d d . I H ) , 2. 2 0 ( s . 3 H ) . 

I. 8 9 ( m . 1 H ) , 1. 0 2 ( d . 6 H . 
J = 7 H z ) 

o M S o/z 4 9 5 CM* + I ] 



1 I 

* /w * 'J / {* ( 8 b ) 




*Hfe«3fctt08 d 8 5 7 ( 6 4 %) 

o»& 2 2 0 - 2 2 3 r (T-k K v-Et,0) 
o 'H-NMR (DMSO-dt + C D C £ , ) 
* 9. 3 3 ( d , 1 H , J = 8 H z ) , 
8. 1 - 7. 8 ( m , 3 H ) . 7, 7 - 7. 2 ( m . 
4H).6. 81 (dd, IH. J = 5, ?Hz) 
5. 0 0 ( b r . s . 2 H ) . 3. 8 5 - 3. 6 
< m . 4 H > . 3. 57 (dd, IH, J-f. 
1 4Hz) , 3.1-2.5 (m, 6H) , ca. 
2. 1 7 < d d . 1 H > . 2. 1 5 < s . 3 H ) 
o M S o/z 5 0 9 CM* + 1 ] 



%mm i 2 

^T-*/(*(8e) 



..cvy Sl -w r 

0<-^ CK,NCNH, 

- y J: 0 . #»fet&;*1*<D£e 7 3 u < 3 0 
96) 

ott& 2 8 0 - 2 8 5 t (CH,0H-Bt,O) 
o 'H-NMR (DMSO-d, + C DC 4 , ) 
* 9. 3 3 ( d , 1 H , J = 8 H z ) , 
8.3 5-7.8 5 (m, 3H) , 7.8-12 

(m.4H).7. 10(dd.lH.J«5. 
7 H z ) . 5. 0 3 ( b r . s , 2 H ) . 
3. 8 0 ( b r . s . 2 H ) . 3. 1 2 (dd, 

IH, J = 7 . 14Hz), 2. 29 (dd, 

1 H , J - 5 . 1 4Hz), 2. 22 (s, 

3 H ) 

o M S a/z 463 CM* -17] 



SSi&W 1 3 
x?*{* ( 9 a ) 




it&Vll 1 2 6 as (0. 3mmol) Ol^TH F 
( 1 5dI )*£«£. 3M>^^f^>nro 
5 K • if;n --f 2«1 ( 6mraol) 

iCT H F 3 Oal*ftl;lfc***» • T 9 ft 

;w^7A7o-yh^77-{ - (7oo*^^-^ 
* / - *) tffULt, fc»&t»3fcfc© 9 a 4 1 
a* ( 3 1 96 ) *&fco 

o»a 2 2 8 - 2 3 2 t( CH,0H - Bt a 0 ) 
o 'H-NMR ( D M S O - d • ) 9 9. 19 
( d . 1 H . J - 7. 5 H z ) . 8. 1 - 7. 7 5 
(m. 3H) , 7. 55-7. 2 ( m . 4H) . 
7. 14 (dd, IH, J - 5. 6 . 7. 4 H z ) , 
5. 03 (d. IH, J=17.2Hz) . 
4. 9 6 ( d . 1 H , J = 1 7. 2 H z ) . 
2. 9 8 ( d d , .1 H , J = 7. 4 . 1 3. 6 H z ) , 
2. II (s. 3H). 2. 1— 1. 75 (m, 3 
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H ) , 1. 1 4 ( m , 3 H ) 
o M S o/z 4 3 7 CM* ] 

nmm 1 4 

/ h * (10a ) 



0^ CHaCHa 



<t£1$3 7 I 2 6 ng ( 0. 3nnioI) CD fffl >fc T H F 
( 5 ■ 1 > * * c * 28»tf')n>f . 

✓ * /-**«o. Soi^j&pi, gar 7 **&sja#. 

L/C 5J&«&#)CTHF3 0«l*Afl;tfc£ft£ 
* ■ 9*»Lfc. *B*HK£TCIft£Lfc 

tt<D10a 4 6« ( 3 4 %) ^llfc. 

2 15-2 1 8C (CH,OH) 
o 'H-NMR (DMSO-d, ) i 9. 2 0 
< d . 1H, J = 8JH-2) , 8. 1-7.8 
( m . 3 H ) . 7. 5 5 - 7. 2 ( m , 4 H ) . 
7. 0 0 (dd, l H . J - 5. 1 . 7. 5 H z ) . 
5.0 3 (d, 1 H . J = .1 7. 9 H 2 ) . 
4. 9 6 ( d . 1 H , J = 1 7. 9 H z ) , 
3. 7 5 ( d , IH, J = 9. 8 H z ) , 



#R3H362-155285 (10) 

3. 7 2 ( d , 1 H . J = 9. 8 H z ) % 3 . 5 0 
( s . 3 H ) , 3. H (dd, 1H, J = 

7. 5 . 1 3. 7 H z ) . 2. I 5 ( s , 3 H ) . 

I. 9 3 (dd, IH, j = 5. i . I 3 . 7 h z ) 
o M S m/2 4 5 4 CM* + 1 ) 
° I R ( K Br ) 3 4 5 0,1 6 8 0.1 6 4 0 

1 5 9 0 , 1 4 6 0 . 1 1 0 0 , 7 4 5 or' 
1 5 

> ***** (ii a ) 



HO 



CH,SCH, 



mmm i itmmoamy^ <t**i t 1 5 % 

*ik<DU a 9 6fflg ( 5 1 %) *®fz 9 

o tt,$ 2 0 I - 2 0 5 t 

o 'H-NMR (DMSO-d. +CDC^ ) 
* ISO (d, IH, J-8Hi) . 
8. 1 5 - 7. 8 ( m . 2 H ) . 7. 7 - 7. 2 ( m . 
5 H ) , 6. 8 7 ( d d , l H , J = 5 . 7 
Hz).-5.08(d.'lH.j«l3Hz) a 
4. 89 (d P 1 H, J" 1 3Hi) . 3. 41 
(dd. 1H.J=7. 14H2),3. 30 



(d, IH, J-13Hi) , 103 (i, 
IH. J=| 3Hz) . 2. 36 (s. 3H) 
2. 2 3 ( s . 3 H ) 
o M S m/2 470 CM* +1) 
Mfom 1 6 
3 - Kt* (12 a ) 



CH, I 



<fc£«!7 3 3 7 ng ( 0. 8roniol) , 3 0 it 'J * 
0 ± 5 3 5 ng ( 4. Oomol) ©|*THF (4 Ool) 
fc£*l Q P*MaDtt3fcLfc 0 E£fcfc*&fa& 

t«»Lr, fc»fet8*tt©12a 2 4 8 ng (56 

% ) *f*fco 

o ft*& 2 0 7 - 2 t 2 t 

o 'H-NMR (DMSO-d, ) i 9. 20 

( d . IH. J = 7. 8 H 2 ) . 8. 1-7. 75 

( m . 3 H ) . 7. 5 5 - 7. 2 5 ( m . 4 H ) . 

7. I 3 ( d d . 1 H . J - 5. 3 . 7. 4 H z ) . 

5. 0 3 ( d . 1 H , J = I 7. 2 H z V . 



4. ? 7 ( d , 1 H , J = 1 7. 2 H 2 ) . 
4. 0 5 ( d , IH, J - 1 0. 4 H 2 ) . 
3. 7 8 ( d , 1 H . J = I 0. 4 H 2 ) . 
3. 1 0 (dd, |H, J = 7. 4 , 1 4. 1 H z ) 
2. 2 0 ( s . 3 H ) . 2. 1 0 (dd, IH, 
J - 5. 3 . 1 4. 1 H 2 ) 
o M S <n/2 5 4 9 CM* ) 

olR(KBr) 3420.1670.1640 

1 5 9 0 . 7 4 5. 5 4 0 or'. 
ISIW 1 7 
9 o "i* (12b) 



HO 



CII.C i 



ll&m 7 1 2 6 ng ( 0. 3on>ol> <b f »J <J y 
C 5 ml ) SfclcttJSR loIflD*. 
t/r« EJS££#jic THF5 0»lfl0;t*i&fc£. 

^l«y**n;o7f/j7^ - ( ; □ o .t 
12 b 5 7 ng ( 4 1 X ) 



2 10-2 1 4t (CH.OH) 
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o 'H-NMR (DMSO-d, ) ^ 9. 20 
( d . 1 H . J = 7. 9 H 2 ) . 8. 1 - 7. 7 5 
( m . 3 H ) . 7. 5 5 - 7. 2 5 ( m . 4 H ) . 
7. 1 2 ( d d . i H . J - 5. 3 . 7. 4 H z ) , 
5. 0 3 ( d . 1 H . J - 1 7. 9 H z ) , 
4. 9 6 ( d . i H . J - 1 7. 9 H z ) . 
.4. 2 2 ( d , 1 H . J = I L 4 H z > , 
4. 0 5 ( d . 1 H , J = 1 I. 4 H z ) . 
3. 2 3 (dd, 1 H . J - 7. 4 , I 4 J H z ) . 
2. 18 (s, 3 H ) , 2. 08 (dd. 1 H , 
J - 5. 3 . 1 4. 0 H 2 ) 

QMS «/z 4 5 8 CM* + 1 ) 



^0362-155285 (11) 

1.8 

iiW — ■ 

CH.SCII, CK.SCfU 
<fc£#Hl a 1 8 8 og ( 0. 4 mflio!) H F 

( 5ral ) fc&^zlcte 3 3 F 'J 0 a g o 

eg ( 0. 4 2cn»ol) <D*fcfc 2ffll fcfcT 7 

^Ifflltt^L^o fciCfc^&CT H F.3 0«lfcJ;ifc 

t»»LT, fc*t&t&*tt<D13 a 

1 6 3 «g '( 8 4 % ) 

o HA 2 3 5 - 2 4 Ot 

o 'H-NMR (DM SO - di +CDC4 , ) 
* 9.3 1 (d, 1H, J = 8Hz) , 
8. 2 - 7, 8 5 ( m . 2 H ) . 7. 8 - 7. 2 ( m , 
5 H ) , 7. 2 - 6. 9 ( m . 1 H ) , 5. 0 2 
( b r . s . 2 H ) . 3. 9 -3. 2 ( m , 3 H ) 
2. 8 9 + 2. 87 (2s. 3H) , c a . 14 
(m.lH).2. 27 + 2.19 (2s. 3H) 

QMS n/z 486 CM* +1) 



mmm i 9 

> *;u*/u* yfc (14 a ) 



H,C^C /0 ' H,C^C V 0 

ho-A^ n ho -V^ ii 

CH 3 SCKo CH.SOaCH, 
il&mi a 4 0 0 ng ( 0. 8 2a«oI) <D&B 
THF (T 5«1 ) fcftC N m - ? o 
1 7 3ag ( 1. Offlfflol) *»;U SET- 1 ni&mft 

fttOUa 1 I 7 a ( 2 8 X > *fifcp 

ojttA^ 2 4 6-249* 

o 'H-NMR (DMSO-d, +CDC4, ) 

<J 9. 3 3 (d, 1H. J-BHt) - 
8. 1 5 - 7. 8 5 ( m . 2 H ) . 7. 8 - 7. 2 
(m, 5H) , U5 (dd, iH, J = 
5.7Hz). 5. 10 (d, JM8Hz), 
4. 9 2 ( d , J - 1 8 H 2 ) . 4. 0 8 ( d d . 
1 H . J = 7 . 1 4 H z ) . 4. 0 4 ( d . 1 
H . J = 1 5 H a > . 3. 53 (d, 1H, J 
= 1 5 H z ) , 3. 2 3 < s . 3 H) . 4 3 
(dd. IH. J=»5. 14Hz) , 
2. 1 9 ( s . 3-H ) 



o M S m/z 502 CM* +1] 

oIR(KBr) 3430.1680. 1640 

1 5 9 0 . 1 4 6 0 . 1 3 1 5 . 1 1 4 0 . 

7 4 5 ca-'o 
0 

T* h * <s% (15a) 



— .. 5l w 

CH.0H CH a 0Ac 
1 2 2 0 sg ( 0. 5 mnol) CDflS* t" 'J i> 
v ( 5al ) fcftl-, i^RSO. 1 4 2ml ( 1. 5 a 

CT H F 4 0«lJD*fc»**. 5 96*xv»*fc 
ft. fift^lfi*rft*L, h 'J 2 a-c 

HF-/^; -n>£ D fcfcSLT. &*fe<D15 a 

1 8 2 og ( 7 6 % ) *»fco 

oft** 2 8 7 - 2 8 8 t: 

o 'H-NMR (DMSO-d, + C D C * , ) 
* 9. 34<d,lH,J = 8Hz). 
8. 1 5 - 7. 8 ( m . 3 H ) . 7. 7 - 7. 2 ( m . 
4H) , 6. 89(dd.lH.J = 5.7 
H 2 ) . 5. 0 0 ( b r . s , 2 H ) , 4. 5 6 
(s.2H).3. 14<dd,J=7.14 
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H z ) . 2. 4 0 ( d d , 1 H, J. = 5. 14 
H 2 ) , 2. 2 6 ( s . 3 H ) . 2. 2 1 ( s . 
3 H) 

oMS n/i 482 CM* +1] 

olR(KBr) 3430. 1750. 1675. 

1 6 4 0. 1 5 9 0. 1 4 6 0. 1 2 3 5. 

7 5 0 ca-' o 
gffiflZ 1 

v(* (16) 



CH.OH 

*fc£fo t 3. 9 6 g ( 9oool) CD/ 9 J 
( 2 0 OflIT) » 3 9* 9 2. 0 5 g (9 

oaol) , ot>TTH F 5 0fll*fcJ;U 331^2. 5 

£LfcBtt<DT H F««*» • T»fi 9 ft* Lfc, 

■e«»tr, fc*fe8*<*«D16 3. 0 3 g (83 

56) 

oM£ 2 3 1 - 2 3 4 t (CH.CIi). 
o 'H-NMR (DMSO-d, ) 

9 9. 30 (d. 1 H, J * 7. 9 H i ) , 

- 7. 7 5 ( m . 3 H ) . 7. 5 5 - 7. 2 5 ( m . 
4 H ) . 7, 2 1 ( d d, 1 H , J = 4. 3 . 7. 1 
Hi) , 5.2 1 (d. 1H, J-14Hi) , 
5. 0 2 ( 3 . 2 H ) . 4. 8 3 ( d . 1 H . J = 
9. 4 H z ) . 3. 4 0 ( d d . IH, J ° 7. 1 . 
1 4. 7 H z ) . 2. 5 3 ( d d . 1 H . J » 4. 3 . 
1 4. 7 H 2 ) . 2, 4 6 ( s , 3 H ) 

oMS a/2 4 6 6 CM* + 1 ) 

olR(KBr) 3450.1810.1680. 
1 6 4 0 . 1 5 9 0. 1 4 6 0 . 7 4 5 

ntom 2-3 



mx***-**- n* (18) 




3fctt<D18 7 5 n < 5 2 % ) 

o * 2 5 5 - 2 5 8 t (THP-CH,OH) 

o'H-NMR (DMSO-d. ) * 9. 24 

( d . 1 H . J - 7. 9 H 2 ) . 8. 1 5 - 7. 7 5 
( m . 3 H ) . 7. 6 - 7. 3 ( m . 4 H ) . 
7. 2 3 ( d <l . I H , J - 4. 2 . 7. 1 H z ) . 



* ?$fiflB8 62-155235 (12) 

8-1. — 7. 8 ( m . 3 H ) , 7. 6 - 7. 3 ( m . 

5 H ) , 4. 9 8 ( s v 2 H ) . 3. 7 2 ( d d . 

I H . J - 7. 0 . 19. 3Hz) , 2. 77 (d. 

I H . J = 1 9. 3 H 2 ) , 2. 4 8 ( s . 3 H ) 

oMS o/z 4 0 7 CM* ) 

oIR(KBr) 3420. 1770. 16 8 0. 

1 6 3 5. 1 5 9 5 . 1 4 6 0. 7 4 0 c*-\ 

ntbto 2 2 

fctt* h# (17) 




{t&m\^ 1 3 2 aig ( 0. 3<doh>1) (Df&fc T H F 

£KC* 7. r- * ,utf^*;M * 
1 4 6 flg ( 0. 9 fflol) % Mif^Ti>4 2*1 
(0. 3»»ol) *Ao** Sfl-e-SfcjS#Lfc„ EfS 

fc^&KTH F 5 0»l*iO;tfc£ft*a - T >\>fi 

THF-i/';on,^yJ:OIfeaiT, Gfefc 
ftttOU 7 5 «g ( 5 4 %) Z&iZo 
o 2 5 7 - 2 6 0 t: 

o»H-N MR (DMSO-d,)* 9. 23 
(d. 1H. J=7JHz) . 8.1 5- 

5.* 5 2 ( d . 1H, J = 1 0. 0 H z ) . 
5. 0 9 < d , I H , J = 1 0. 0 H 2 ) . 
5. 02 (s. 2 H ) . 3. 48 ( d d , 1 H , 
J - 7. 1 . 1 4. 8 H 2 ) , 2. 6 5 ( d d . 1 
H.J = 4. 2 . 1 4. 8 H z ) . 2. 4 4 ( s . 
3 H ) 

oMS m/z 481 CM*) 

oIR(KBr) 3440. 1680. 1640. 
1 5 9 0 . 1 4 6 0 . 1 3 1 5. 7 4 5 ^', 

ni&m 2 4 

fcttx a>7 a * - K* (19) 



- So ^y c o w 

CiliOII I ) 

<t&® 1 1 3 2 mg ( 0. 3(D»ol) Of 'j y 
( 2ol) fcfcic. 3 3 AC (0. 4 5» 

ooi)*flo;u jit i ^naa^L/co 

icth F 5 0oi*fin;tfc«**. 5%^xy»^c 

9 7 mg ( 7 1 %) 

o»£ 2 5 6 — 2 5 9 r 
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o'H-NMR(DMSO-d,)i 9, 3 - 

9. 05 ( m , 1 H) . 8. 3-7. 7 (m, 3H) . 
7. 7 - 7. 2 < m , 5 H ) , 5. 7 5 - 4. 8 5 
(m. 4 H ) . 3. 5-3. 25 (m.,lH) . 
2. 65 — 2. 35 (m, 1 H) , 2. 40+2. 38 
(2s. 3 H ) 

o M S ffl/z 4 8 6 CM* + n 

£ffi(H2 5 

Sltt* -'</ - H* (20) 




nmm 2 2 tmm<t>i5&v^ n&m^t i . v 

'J A Jt 9* 

O20 2 9 is ( 2 I % ) ' 
oft& > 3 0 0 t (CH,C^,-CH,OH) 
o ' H - N M R (DMSO-d. + CDC«, ) 
9.36 (d, lH, J»8Hz) , 
8. 2 - 7. 0 5 ( m . 8 H ) . 5. 0 6 ( b r . 
s, 2H) . 4. 18 (d, 1H. J-lIHi) . 
3.86 (d, 1H, JMOHz) , 3.20 
(dd, 1 H ) . 2. 4 1 ( s . 3 H ) 
oMS n/z 4 6 5 CM* + 1] 



?73&£x Y. Nishizuka et a!. CJ. Biol. 

Che»..251_. 13341 C1982) ) IC* I; T*t£ t, fc„ 

tM^^I* ( I Co) **a6fc 0 1 

% 1 « £fiJMfc£to<DC- 



it & ® 


I C*o . ng/«l 




2 0 


? 


1 5 


la 


1 0 4 


ll a 


3 2 


Ma 


1 1 6 


ll 


1 I 







n&m 2 

f*3 1 50-1 8 0 ?O5y h*fcx-:?>H« 

[oaunol, 114. 1473. (1975) 3 UTtttt Lfc 
BiftflBfeftSttCaast cell oediua) (MCMift 
E, &fi£ : 1 5 0 m M NaCK 3. 7 m M 
KCi.3mM N-a,HPOi , 3. 5mM 



KRIBa 62-155285 (13) 

o I R ( K B r ) 3430.1785. 1670 
1 6 4 0. 1 5 9 0. 1 4 6 0. 7 4 5c.- 1 , 
£i&(*2 6 

M-7 + f*TJ/)t(21) 



CHaNHa CHaSHAC 

tt<*0. &«fetB*l*t&21 4 6ag (?2 96) * 

oftlA 232-237t(THeK>-Et,0) 

0 'H-NMR (DMSO-d, +CDC* , ) 

* 9.3 1 (d, IH, J*8Hz) , 
8. 1 .5 -7. 2 ( m , 7 H ) , 6. 8 5 (dd, 
1H, J - 5 . 7 H z ) . 4. 98 (br, s . 

2 H ) , 4. 0 2 ( d d , I H . J = 7 . 14 
Hz) . 2. 9 8 ( d d , 1 H . J - 5 . 1 4 
Hz) . 2. 22 (s. 3 H ) . 2. 1 0 ( s , 

3 H ) 

oMS o/z 481 CM* +1) 

olR(KBr) 3430. 1 670.1640 

1 5 9 0.1 4 6 0 . 7 4 5ca-' 0 
£i*ttl 

KH»PO« ; Imlf C a C £ a % 5. 6 m M / 
0. 1 %*&Mta>7 5 1 0 U /ml 
'W'Jv). 6*l/ani«al*ttfcrtlc:£ALfco 

tb**«KL*:o 6Et<fc9*a*:«mtt* 4 

1 0 0 xfir-C5£R0a^£«flK ztiicS*®* 

8S8t#fl3 x J 0* ceris/.li/i^JiaicWia^ 
(peritoneal exudate cells , P E C £1&!E) 

)Eiftfffl!&<D|3J£ii0. 85X^4 >' 

-TWia^att^^fe-r 4 c <!: c<t o ft ^ 

COJ: ? IC LT»fcP E C lal«3Tt« 10 

£8*0. inlfctaiT lOaiBM^+^-hU 
7#^7 7 f v>-L-^')y I 0 Ow/olRc; 

a va i o o 0/«/ai*n-eno. i«i 

*i$Ltz±m&mM 3»i*to;LTEjs*#±8u 
4r, i i o o x gv l o^Baa/t^«tT±« 

Cr u^**-27 . 67(1978)) cttfr'Bft 
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xlOO 



ft £ * 


l C«. . nj/ol 




3. 9 


lla 


6 4 







B-SLg-flL-S 

ft^tt CD *«fctf*©ttli, C 
fife****. 

$flfiHA (102) tSfcRBI*«5££» 



fta# to a # * 



EBB B3 62-155285 (14) 
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□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 



□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




'LINES OR MARKS ON ORIGINAL DOCUMENT 



